DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION
REGULATORY HEARING ON THE PROPOSAL TO DISQUALIFY
DR. MICHAEL DEAN BERGER

FROM RECEIVING INVESTIGATIONAL NEW DRUGS

COMMISSIONER’S DECISION

In this proceeding of the Food and Drug Administration (FDA), the Center for Biologics
Evaluation and Research (CBER), pursuant to 21 C.F.R. §16.26(a) and 21 C.F.R. §312.70,
proposes to disqualify Dr. Michael Dean Berger from receiving investigational new drugs.
CBER has moved to deny Dr. Berger’s request for a hearing under 21 C.F.R. §16.26(a), and to
disqualify him under 21 C.F.R. §312.70.

Based on my review of the parties’ submissions, I find that there is no genuine and
substantial issue of fact with regard to whether Dr. Berger repeatedly or deliberately violated 21
C.F.R. Part 312 regarding investigational new drugs. I am therefore granting the Center’s
motion to deny Dr. Berger’s request for a hearing and I am disqualifying Dr. Berger from
eligibility to receive test articles under 21 C.F.R. Part 312. As a result, Dr. Berger is no longer
eligible to conduct any clinical investigation that supports an application for a research or
marketing permit for FDA-regulated products, including drugs, biologics, devices, new animal
drugs, foods, including dietary suppleménts, that bear a nutrient content claim or heath claim,
infant formulas, food and color additives, and tobacco products. Under the authority delegated
to me by the Commissioner of Food and Drugs, I am issuing this Commissioner’s Decision

disqualifying Dr. Berger from eligibility to receive test articles under 21 C.F.R. Part 312 and
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disqualifying Dr. Berger from eligibility to conduct any clinical investigation that supports an
application for a research or marketing permit for products regulated by FDA.
ki Background

Dr. Berger was the clinical investigator for S rcscarch
studies. The sponsor of the studics was Immunovative Clinical Rescarch, Inc. FDA investigated
the clinical study site and study records from April 27, 2010 until June 10, 2010. Based on the
findings of that investigation, the Center initiated proceedings to disqualify Dr. Berger as a
clinical investigator. The Center issued Dr. Berger a Notice of Initiation of Disqualification
Proceedings and Opportunity to Explain (NIDPOE) on September 26, 2011. Dr. Berger
responded to the NIDPOE in writing. The Center accepted some of the explanations but not all

with regard to the violations alleged. The remaining charges were related to A Phase UVII Study

of oo
I . provide for in 21 C.F.R.§ 312.70, the agency

issued Dr. Berger a Notice of Opportunity for a Hearing on several remaining violations on
December 18, 2012. Those violations included:

1. Failure to ensure that the investigation was conducted according to the investigational
plan (21 C.F.R. §312.60);

2. Failure to report promptly to the IRB all changes in research activity and all
unanticipated problems involving risk to human subjects or others, and made changes
in the research without IRB approval (21 C.F.R. §312.66);

3. Failure to maintain adequatc records of the disposition of the investigational drug,
including datcs, quantify, and use by subjects (21 C.F.R. §312.62(a)); and

4. Failure to prepare and maintain adcquate and accurate case histories that record all
observations and other data pertinent to the investigation on ecach individual
administered the investigational drug, including case report forms and supporting data
(21 C.F.R. §312.62(b)).

Dr. Berger requested a hcaring. On November 13, 2013, CBER submitted its motion to deny Dr.

Berger’s request for a hearing and for disqualification.



II. Analysis

Under 21 C.F.R. 3 12,70, a clinical investigator will be disqualified from eligibility to
receive test articles and to conduct certain clinical investigations, if after evaluating all available
information, the Commissioner “determines that the investigator has repeatedly or deliberately
failed to comply with the requirements of [Part 312], ....” Under the terms of the regulation, an
investigator who either repeatedly or deliberately fails to comply with the investigational new
drug regulations must be disqualified.

The Commissioner may deny a request for a hearing, in whole or in part, under 21 C.F.R.
§ 16.26(a), if the Commissioner or the FDA official to whom the authority is delegated to make
the final decision on the matter determines that no genuine and substantial issue of fact has been
raised by the material submitted. I have been delegated authority by the Commissioner to make
the final decision on this matter.

The standard for denial of a hearing in 21 C.F.R. § 16.26 reflects the standard in federal
court for summary judgment. See John D. Copanos and Sons, Inc., 854 F.2d 510, 523 (D.C. Cir.
1988) (comparing standard under 21 C.F.R. § 314.200, which contains similar language, (“The
Commissioner will grant a hearing if there exists a genuine and substantial issue of fact”™), to the
standard for summary judgment in federal court). 53 Fed. Reg. 4613 (Feb. 17, 1988). Under
Rule 56(c) of the Federal Rules of Civil Procedure, summary judgment is proper when there is
no genuine issue as to any material fact and the moving party is entitled to judgment as a matter
of law.

As is the case for summary judgment under Rule 56(c), the key criterion for determining
whether denial of a hearing is appropriate is whether there are disputed facts that would affect

the outcome of the proceeding. The moving party has the burden of showing that a rationale trier



of fact could not find for the nonmoving party and that there is no genuine issue for trial.”
Matsushita Electrical Indus. v. Zenith Radio Corp., 475 U.S. 574, 587 (1986). The opposing
party may not rest on mere allegations that there are disputed issues of fact or denials of the
moving party’s evidence. The opposing party bears the burden of producing “information ... to
show that there exists a genuine and substantial issue of fact.” 53 Fed. Reg. 4613, 4614 (Feb. 17,
1988). If there are no genuine and substantial disputes of fact, denial of a hearing is appropriate.

FDA’s regulations provide for a clinical investigator to be disqualified if the investigator
has “repeatedly” or “deliberately” failed to comply with the agency’s regulations governing
clinical studies with investigational new drugs. CBER initiated this action against Dr. Berger
under 21 C.F.R. § 312.70." Under the regulation, a showing that a clinical investigator has either
“repeatedly” or “deliberately” violated the relevant investigational new drug regulations is
sufficient to disqualify the investigator. See Commissioner’s Decision, In the Matter of James A.
Halikas, at 22-24 (2001). The meaning of “repeatedly” and “deliberately” has been considered
in several Commissioner’s decisions disqualifying clirﬁcal investigators pursuant to 21 C.F.R. §
312.70. To established “repeated” violations, the Center only needs show that a violation
occurred more than once. Violations are repeated even if they occur within one study. See
Commissioner’s Decision In the Matter of William H. Ziering, M.D. (2008) at 7; Haikas at 23.

The term “deliberately” has been interpreted to include indifference or a “willful”
standard of intent. “[A] clinical investigator may be found to have acted ‘deliberately’ ... ifhe
or she knowingly or willfully engaged in conduct that violated FDA’s regulations or if the

investigator engaged in conduct that demonstrates a reckless disregard of FDA’s regulations.”

! CBER stated in its motion that it is pursuing disqualification of Dr. Berger under 21 C.F.R. § 312.70 as in effect
prior to May 30, 2012. (CBER Motion, p. 1, Exhibit 1). FDA amended its regulations at section 312.70 in the
Federal Register dated April 30, 2012 (see 77 Fed. Reg. 25353), effective date May 30, 2012. The amendment did
not change the standard for disqualification but rather, among other things, changed the scope of the disqualification.
This Commissioner’s decision applies the regulation currently in effect at 21 C.F.R. § 312.70.
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See, Zierig at 8. This standard, then, does not require specific knowledge that one’s behavior
violates the law. A showing of a reckless disregard for what the regulations provide will suffice.
See Commissioner’s Decision, In the Matter of Layne O. Gentry (2008) at 20-21.

Although Dr. Berger requested a hearing in response to the NOOH, he did not submit any
specific facts showing that there was a genuine and substantial issue of fact that warrants a
hearing. In response to the NOOH issued by FDA, Dr. Berger responded that he wanted to use
his NIDPOE response as his response to the NOOH (CBER Exhibit 9). Dr. Berger subsequently
sent an undated letter to FDA in response to the NOOH. (CBER Exhibit 11). That letter
included a copy of Dr. Berger’s second NIDPOE Response Letter. This information, however,
raised no genuine and substantial issues of fact regarding whether Dr. Berger violated FDA’s
clinical investigator regulations.

Based on Dr. Berger’s responses which were included with the information presented in
and attached to CBER’s motion and all the other information before me, I find that, with respect
to the charges alleged by CBER against Dr. Berger for violations of the regulations regarding
investigational new drugs, there is no genuine and substantial issue of fact with regard to whether
Dr. Berger repeatedly or deliberately violated 21 C.F.R. Part 312. I am therefore, granting
CBER’s motion to deny Dr. Berger’s request for a hearing on the chargers and because, these
charges amount to “repeated” or “deliberate” violations of the regulation, [ am also disqualifying
Dr. Bérger as a clinical investigator eligible to receive test articles under 21 C.F.R. Part 312 and
disqualifying Dr. Berger from eligibility to conduct any clinical investigation that supports an
application for a research or marketing permit for products regulated by FDA.

I discuss each violation briefly below.

1. Dr Berger failed to ensure that the investigation was conducted according to the
investigational plan {21 C.F.R. § 312.60].



A. Dr. Berger failed to follow study protocol requirements concerning the dosing
scheduie and quantity of study drug to be administered to subjects.

CBER alleges that Dr. Berger failed to follow the investigational plan in three ways.
First, CBER charges that Dr. Berger failed to follow the study protocol requirement regarding
the investigational drug dosing scheduling by failing to follow the study protocol requirement
regarding the quantity of the study drug to be administered to subjects. The Center presents
numerous examples of subjects that were dosed out of window, administered the drug by the
incorrect route, and/or given numerous additional doses of the investigational drug. (See CBER
Motion, Exhibits 12, p.91; Exhibits 13, 14, 15, 16, 17, 18; Exhibit 12, p. 93; Exhibits 20, 21, 22,
23,24.) Dr. Berger admits that he did not follow the study protocol in these matters. He
explained that he was given permission by the IRB to deviate from the approved protocol in this
manner. However, the explanations provided by Dr. Berger do not raise any genuine and
substantial issue as to whether he violated 21 C.F.R. § 312.60 which provides that the
investigator is responsible for ensuring that the investigation is conducted according to the
investigational plan. It was Dr. Berger’s responsibility to ensure that the protocol requirements
for the investigation drug dosing scheduling and the quantity of drug to be administered were
followed. Although he alleges that the IRB gave him permission to deviate from the protocol
(CBER Motion, Exhibit, pages 42-43; Exhibit 11, pages 69-70), he does not present any
information that such approval was provided. He indicates he had no way of knowing or
checking IRB internal procedures. Therefore, he claims he assumed that, if the IRB chairman
said he could proceed to administer the drug, he assumed he had the right to assume the decision
had undergone proper IRB procedures. (CBER Motion, Exhibit 11, p. 65.) However, Dr. Berger

is not excused by his ignorance. It was his responsibility to know the IRB procedures and to



assure l;imself that he had the appropriate approval as required. Furthermorc, Dr. Berger’s
allegations that he did not place patients at risk by his deviations (CBER motion, Exhibit, page
43; Exhibit 11, p. 70) or that usc of adaptive trial design concepts to suggest changes in protocol
dosing and scheduling would be useful in designing future studies (CBER motion, Exhibit 11, p.
67, item 10), also do not present any genuine and substantial of fact as to whether Dr. Berger
violated 21 C.F.R. § 312.60 by failing to ensure that the investigation was conducted according
to the investigational plan. Moreover, nonc of the reasons presented by Dr. Berger justify his
violation of the FDA rcgulations which were promulgated to, among other things, protect the
safety of human subjects during clinical studies. It is not for the individual investigator to
determine whether he or she should deviatc from the various requirements in the regulations.

B. Dr. Berger failed to follow the study’s subject inclusion criteria.

CDER further asserts that Dr. Berger failed to ensure that the investigation was
conducted according to the investigational plan because subjects were included in the study who
failed to meet the inclusion criteria in the study protocol. CBER presented evidence for study
subject- (CBER motion; Exhibit 12, p. 95-96; Exhibit 28). The evidence demonstrated that
study subject B8 was included in the study even though the subject’s SN

e -
values exceedced the inclusion values in the protocol. Dr. Berger agrees that the subject did not
meet the inclusion valucs and that he admitted the subject who exceeded the inclusion/exclusion
criteria to the study. (CBER Motion; Exhibit 6, p. 43; Exhibit 11, p. 70). He asserts, however,
that the patient was being treated under a compassionate/emergency usc approved by the IRB.
Id. There is no evidence in the record to establish this assertion. All the evidence established

that this patient was included in the study. Theretore, there is no genuine and substantial issuc of



fact as to whether Dr. Berger violated section 312.60 of the regulations by failing to ensure that
the investigation was conducted according to the investigational plan by including study subject
-in the clinical investigation.

C. Dr. Berger administered expired study drug to at lcast fisubjects in
violation of the study protocol.

Finally, CBER allcges that Dr. Berger failed to ensure that the investigation was
coﬂdL1Cted under the in.{f'e'stigétional ap]a‘n’ in violation of 21 CFR§ 312.60 by adm'ini.'ét:c'rinlg. tﬁe
study drug to at least B89 subjects after the drug had expired under the study protocol. As
evidence, CBER cites to the “Chemistry, Manufacturing and Control” (CMC) document
incorporated by reference into the study protocol. (CBER Motion, Exhibit 12, p. 84). The CMC
document provides for the study drag to be administered within S (CBER
Motion, Exhibit 29, p. 177, scction J.2.¢.). CBER provided records from study subjects E

-which indicate that the study drug was administered beyond the _
BB (CBER Motion, Exhibits 30, 31). Dr. Berger admits this violation of the stady
protocol. He provides various explanations for why it happened and that therc was no safety
issuc. (CBER Motion, Exhibit 6, p. 44, Exhibit 11, p. 71). Dr. Berger, however, does not
provide any information that raiscs a genuine and substantial issuc of fact regarding whether he
administered the study drug after the drug had expired under the study protocol and, therefore,
failed to ensure that the investigation was conducted in accordance with the investigational plan

in violation of 21 C.F.R § 312.60.

2. Dr. Berger failed fo report promptly to the IRB all changes in the research
activity and all unanticipated problems involving risk to human subjects or

others, and madc changes in the research without IRB approval. [21 C.F.R. §
312.66].


http:failed.to

A. Dr. Berger failed to report to the IRB that SS8M lots of the study drug that
were administered to subiccts were subseégquently found not to be sterile.

CBER asserts two violations of 21 C.F.R § 312.66 by Dr. Berger. Scction 312.66 of the
regulation provides that an investigator shall assure that an IRB that complies with the
requtremcnts set forth in part 56 w111 bc responsible for the initial and continuing Teview and
approval of the pr oposed t.hmeaI study The mvcstt g,ater shalt alse assure that hc or shc wﬂl
promptly report to the IRB all chan;_)eb in the research act1v1ty and ali unantlctpated problcms
mvoivmg-nsk to human subjeets or others. CBER ﬁrst' 'alleges that Dr. Berger did not 'n'ot1fy‘ the
IRB of administration to study subjects of lots of the study dmg later found not to be atenle
CBER presents as evidence study records showin g thc -lots of the study drug that were
adn1n11 stcred fo bLI.b Jects that were latcr Feund not to be sterlle undcr the study S sterlhty testmg
'Ilprocedures (CB ER Motmn Exhlblt 32) HOWcVet there is no doeumentatton that Dr Berger
'CVCT advned the IRB of the prob]cm | | I et

. .- Dr Bergcr reronded that he de not advise the lRB of the treatmerlt of thc study subj Jects
W1th the non:sterile study drug H e qaxd he noti ﬁed the patlcnts dctermmed thele was no
. evidence of adverse events and that hc thou g,ht the sponsor adV1sed the IRB (CBER Motmn
Exhibits 33, p. 246, Exhibit (:r, p. 45-46, Exhibit 11, p. ?2-73). These actions howcv‘er-, donot .
raise a genuine and substantta] issue of fact regardmg whcthcr Dr. Berger wolated 31 C F R §
312.66 by farlmg, to assure 1hat he promptl y reported to the lRB a]l unantici pated preblems
'mvolvmg nsk to human subjects F |

B Dr Bcrger made changes 11‘1 thc rcscarch ac,t1v1ty w1th0ut IRB amaroval

CBER htrther charges that Dr. Berg,er also vmlated seet10n 312, 66 ot the reguiatlons by
failing to assure that he pmmptly reported to the IRB al] changes in research actnnty m -_

conricction with his changes in the dosage schedullng and the quantity of study drug
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administered fo various patients. - As cvidence, CBER provides the study records for subjects
D (CRER Motion, Exhibit 34), However, Dr. Berger
presents no evidence of IRB approval of the changes. He merely responds that he thought the
changes werc approved or that he was unfamiliar with the TRB procedures. (CBER Motion,
EXhlblt 11 p 65) Thc';e resp(msm do not raise an y genume and Substantlal lssue of fact
| rcgardm g whether Dr Bcrgcr woldted the regulatl on by fdlhng, to assure he dld ot make any
changes it the research w1thout IRB appmval B 2t T | .
3. Dr. Berger failed to maiitain adequlaté reéo;-ds of the dlsﬁhsftii:;h of t'he. |
investigational drug, mcluding dates, quant;ty, and use by subj jects [21 C.F.R. §
§ 312. 62(a)| - : 5 0 ;

A. The studv dru,cf, admzmstranon rccords for Subred{ - and Subfect !
% contams maf,curate drug admmlstrdtmn mfomlatlon oo S

CBER p1 (mdes ev1dence that Subject-recewcd thc qtudy drug at _

_ _ (CBER Motlon Exhlblt 35) CBER also prcscnts '

‘as evidence the Aclm lmstratlon Record for Subject - whlch md.lca.tes the subjoct recmved a

_ kacwzbe, the Treatment Summary record mdlcatcs :

Subject Bl received a_ However, thc_'
_record dated _111d1cates that Subject -recelvcd_

_ (CBER Motion. Exhibits 36,37, 38).

“Section 3 1 2 62(a) of the regulatlons prowdes that the mvesllgator is reqmred to mamtam

- 3' ddequatc records of' the dlsposmon of the drug, mcludmg datea. quant1ty, and usc by subjects
! Dr Berger S rcspcmt;e to the maccuratc mformatlon regardmg Subject - and Sub]cct-was
~ that the mformation wa§ in error, he was unaware ot omissions and i maccurac1es 1naccufacws |
may have bcc‘n_ result of reco‘rdkccpmg errors by reséareh nurse, and it was u‘nfafr fpr_ FDA to

hold him responsible for errors discovered while the study was ongoing which could have been
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corrected later after the sponsor’s internal QA. (CBER Motion, Exhibit 5, p. 334-35, Exhibit 6,
p. 47-48, Exhibit 11, p. 65, 74-75.). Although Dr. Berger has many reasons why the inaccuracics
were not his responsibility, the regulation clearly makes him responsible. Dr. Berger’s lack of
regard for his responsibility to comply with the regulation indicated a deliberatc violation of
sectlon 3 12 62(3) Dr. Bel ger does not raise any geuume and substdntl al issue of fact as to
whether he v101ated scctl on 3 12 62(a) by fallm g to mamtam accuratc records of the d1sp051t10n
of the mves’.tlgatlon'al 'drug-, m'cludmg dates-, quantlty, and use by.'sub]ects. ' -

4. Dr. Berger 'feile&"'te preparc and iﬁainfia’in ﬁgie'qliate case hi‘sitoﬁesz't}iz.i__t: record
all observations and other data pertinent to the investigation on each individual
administered the mvestlganon drug, mcludmg case report forms and supportmg
data. [2| C.E.R. §312 62(!))] = &g 5% _

"CBER ehargeq thdt Dr Bergel wolated FDA s re gulatlons by keep n g maccurafe ;c.cords

"CBE.R prowded as ewdehce scverdl forms that contamed d1tferent xnfonnatzon for the same I
dates, such as - date .‘-zubjects first received study drug, dates thn subjeets last recelvcd Study
drug, and’ date of subjcct S dcath for the same study sub]eets Theee dlscrcpanmes were noted

- for Sub]ccts_ (CBER Motlon Exhibits
18, 17,21, 368= 5'}') Dr. Berger g 1esp0nsc Wae 1ot to deny the etrors but to 1nd1cate that he would
correct any errors that were pointed out to him, that a later internal sponsor QA would have
caught these errors, and again that it was unfair for FDA to hold him responéib.l"e'fmj error :

discovered f;vhilc the study was ongoing which cou]d fia‘r;e been corrccted later aﬁer the

o ,."qponbor smtemal QA (CBER Motlon Exh1b1t 11 p 65 75, Exh1b1t6 p 48) Agam Dr

Berger’s fsick of regard for thc accuracy ot hIS study rccords d.['ld his nesponsﬂalhty to wmply B
with section ’3 1 2 62(;1) mdlcated a dchberdte v101at1011 of the regulatlon He does not preqent any
information that raises a genuine and substantlal issue of material fact as to whether he violated

~ section 3 12.62'(.21)' of tl1e:regulaﬁons as charged by CBER.
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II1. Conclusion

Based on all the information available to FDA, I find that there is no genuine and
substantial issue of fact regarding whether Dr. Berger repeatedly or deliberately violated FDA’s
clinical investigator regulations. Therefore, I am granting CBER’s motion to deny Dr. Berger’s
request for a hearing on violations set out in the NOOH. 1 also find, after evaluating all available
information, that Dr. Berger repeatedly or deliberately failed to comply with the requirements in
21 C.F.R. Part 312. Therefore, pursuant to 21 C.F.R. § 312.70, I am disqualifying Dr. Berger
from eligibility to receive test articles under 21 C.F.R. Part 312. As a result of this
determination, Dr. Berger is no longer eligible to conduct any clinical investigation that supports
an application for a research or marketing permit for FDA-regulated products, including drugs,
biologics, devices, new animal drugs, foods, including dietary supplements, that bear a nutrient
content claim or a health claim, infant formulés, food and color additives, and tobacco products.

Dr. Berger may seek to have his eligibility reinstated pursuant to 21 C.F.R. §312.70(%).

i A/
J{ll Hartzler Wa’rner, J1.D.
Associate Commissioner for

Special Medical Programs
Food and Drug Administration
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